Theorizing in 1957 about how brains learn, Marvin Minsky wanted to see how neuronal cells connect. He had brightfield and electron microscopy at his disposal but neither could produce the desired result. Brightfield images appear out-of-focus due to increasing light scattering as the specimen thickness increases. Electron microscopy produces excellent in-focus images of multiple layers of a sample but only after the sample is mechanically cut into those layers and thus destroyed. Even then, the result is a series of two-dimensional images rather than a three-dimensional representation of the intact specimen. Minsky worked on an imaging technique proposed by Paul Nipkow [a German physicist and television pioneer] and built a "confocal imaging" microscope to solve this problem. However, it took others like Amos and White in 1987-and the advent of improved lasers, computers, and microelectronics -for this invention to become practical.
is reached when the size of the pinhole equals the size of the Airy disk of the image. 4) The relationship between step size and optical section thickness will determine the quality of the subsequent 3D reconstruction.
Beyond Confocal Two major drawbacks to confocal imaging are a) the short distance that visible light can penetrate into a specimen and b) photobleaching of the entire specimen while collecting information from a single optical plane. Multiphoton microscopy helps solve these problems. While it uses the same basic hardware as a confocal (companies sell instruments that are combination confocal and MP systems), it employs long wavelength lasers and there is no need for pinholes. The longer wavelength light is able to penetrate more deeply into specimens and any photobleaching occurs only in the plane of focus.
Reference: http://microscopy.fsu.edu 
